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ART-UNIT: 162 

PRIMARY - EXAMINER : Grimes; Eric 

ATTY- AGENT- FIRM : Han; William T. King; William T. 
ABSTRACT : 

The invention relates to cathepsin K polypeptides, polynucleotides encoding the 
polypeptides, methods for producing the polypeptides, in particular by expressing 
the polynucleotides, and agonists and antagonists of the polypeptides. The 
invention further relates to methods for utilizing such polynucleotides, 
polypeptides, agonists and antagonists for applications, which relate, in part, t 
research, diagnostic and clinical arts. 
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TI ONECUT gene knockout animals and their use as diabetes mod 1 
AB The invention concerns a non-human animal , in particular a 

mammal such as a mouse, comprising a partial or total deleti 
coding f di a protein of the ONECUT family, in particular the 
or OC-3 genes. These transgenic animals provide a 
model for diabetes. Thus, hetero- and homozygous Hnf-6 gene 
were produced. Insulin prodn. was reduced m hetero zygotes 
from homozygotes. Prodn. of .beta. -cell development factors su 1 
neuro-D, neurogenin 3, Pax-6, Pax-4 and Nkx2 . 2 was reduced in trT 
homozygotes. Addnl . , the development of the islets of Langerhans 
abnormal. These mice exhibited abnormal glucose tolerance tests with 
glycosuria and pathol . hyperglycemia and signs of insulin resistance. 
Other phenotypic abnormalities were noted. 
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Methods for diagnosing and treating diabetes and for identifying 
therapeutic agents using hepatocyte nuclear 
factor 4 and its gene 

A method for detg. if an animal is at risk for diabetes is 
described. An animal is provided and an aspect of hepatocyte 
nuclear factor 4 (HNF4) metab. or structure is 

evaluated in the animal. An abnormality in the aspect of HNF 4 

metab. or structure is diagnostic of being at risk for diabetes. 

Also described are methods for evaluating an agent for use in treating 

diabetes, methods for treating diabetes, and methods for 

treating a cell having an abnormality in structure or metab. of 

HNF4 . Pharmaceutical compns . and vaccine 

compns. are also provided. Linkage anal, studies on families with common 
form of non-insulin-dependent diabetes mellitus (NIDDM) show 
that a gene within the MODY 1 region on the long arm of human chromosome 
20 (20q) contributes to the development of NIDDM in a significant no. of 
diabetic families. This region includes the HNF 4 gene. 
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Pharmaceuticals containing ONECUT proteins or genes for treating 

or preventing diabetes, cancer, or Waardenburg syndrome 

The invention concerns a pharmaceutical compn . 

comprising a nucleotide sequence coding for a protein of the 

ONECUT family, a vector comprising said nucleotide sequence the 

p.rotem encoded by said nucleotide sequence, and/or a cell line 

transformed by said vector and expressing the protein of the 

ONECUT family. The pharmaceutical may be used to treat/prevent 

Tztetes, cancer, or Waardenburg syndrome. Thus, in human skin cells 

transcriprion factors OC-2 and Hnf-6 stimulated expression of 

the MITF (microphthalmia-assocd. transcription factor) gene 

Transcription factor OC-2 was expressed at high levels m these cells, but 
Hnf-6 was only weakly expressed. In melanoma cells, however, both 
transcription factors were expressed to approx. the same level- 
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Carboxylic acids and derivatives thereof and pharmaceutical 
compositions containing them 

In acrordance with the present invention, there are provided 
therapeutically effective compds . comprising an amphipathic carboxylase of 
the formula R-COOH, or a salt or an ester or amide of such compd., where R 
designates a satd. or unsatd. alkyl chain of 10-24 carbon atoms, one or 



SOURCE: 



mor p of which may be replaced by heteroatoms , where one or more of said 
rarbon or heteroatom chain members optionally forms part of a ring, and 
where said chain is optionally substituted by a hydrocarbyl radical 
het-rocycLyl radical, lower alkoxy, hydroxyl-substi tuted lower alkyl, 
hydroxyl, carboxyl, halogen, Ph or (hydroxy-, lower alkyl-, lower alkoxy-, 
low-r alkenyl- or lower alkynyl ) -subs tituted Ph, C3-C7 cycloalkyl or 
(hydroxy-, lower alkyl-, lower alkoxy-, lower alkenyl- or lower 
alkynyl) -substituted C3-C7 cycloalkyl wherein said amphipathic carboxylate 
is capable of being endogenously converted to its resp. CoA thioester. 
Many possible therapeutic activities of these amphipathic carboxylates are 
claimed . 
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Methods for diagnosing and treating diabetes and for identifying 
therapeutic agents using hepatocyte nuclear 
factor 4 and its gene 

A method for detg. if an animal is at risk for diabetes is described. An 
animal is provided and an aspect of hepatocyte nuclear 
factor 4 (HNF4 ) me tab. or structure is evaluated in the 
animal. An abnormality in the aspect of HNF4 metab. or 
structure is diagnostic of being at risk for diabetes. Also 
methods for evaluating an agent for use in treating diabetes, 
treating diabetes, and methods for treating a cell having an 
in structure or metab. if HNF4 . Pharmaceutical 
compns. and vaccine compns . are also provided. Linkage anal, 
studies on families with common form of non-insulin-dependent diabetes 
mellitus (NIDDM) show that a gene within the MODY 1 region on the long arm 
of human chromosome 20 (20q) contributes to the development of NIDDM m a 
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I^terleukin-6 inhibition by nucleotide sequence comprising one or more 
APRE elements and another transcription f actor-binding si te fait 
The invention relates to a nucleotide sequence, which is able to inhibit 
the IL-6 activity, its use in therapy, and pharmaceutical 

.-onta it. In particular, it relates to a nucleotide 
^ie' ch comprises: i, at least one nucleotide sequence that is an 
APPE -lenient of the general formula ZXMYKGKAA, wherein; Z represent T or G 

m be absent, X represents T or can also be absent, M represents 

r or A, Y represents C or T and K represents C or T and K represents Tor 
G in conjunction with li) at least one nucleotide sequence constituting a 
transcription factor-binding site other than the APRE element, such as 
those present in promoter regions. 
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